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Applicants submit to the Examiner the attached Form PTO/SB/08A/B 
document listing and this paper pursuant to 37 CFR §1.56 and § 1.97-1.98. Form 
PTO/SB/08A/B is attached and copies of the references are enclosed herewith. 

Documents (AL) and (CW), which are cited in the attached 
PCT/SB/08A/B, were previously cited in prior International Application No. 
PCT/AU;99/00580, filed July 19, 1999, of which this appUcation is a 371. 

This Information Disclosure Statement is submitted more than three 
months from the filing date of this application, but prior to receipt of a first Office 
Action on the merits. Therefore, no fees or declarations are necessary. The Director 
of the U. S. Patent and Trademark Office is hereby authorized to charge any deficiency 
in any fees due with the filing of this paper or credit any overpayment in any fees paid 
on the filing, or during prosecution of this application to Deposit Account No. 08- 
3040. 



CERTIFICATE UNDER 37 CFR §1.8(a) 
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S/ REMARKS TPPWr 

Documents (AL) and (CW) were cited in the International £arSF^ 1600/2900 
Report in the corresponding International application as being of particular relevance. 

Documents (AR) through (AZ), (BR) through (BU), (CX) through 
(CZ), (CCR) through (CCZ), (DR) and (DS) are cited in the specification. 

U. S. Patent No. 6,232,458 (AA) and International Patent Application 
No. W094/14958 (AM) relate to synthetic polynucleotides encoding tropoelastin. U. 
S. Patent No. 6,232,458 is the corresponding U. S. national phase under 35 USC §371 
of International Patent Application No. W094/14958. 

WO99/03886 (AL), which was also published as AU-83 252/98- A, 
relates to derivatives of tropoelastin and variants of those derivatives. 

Pierce (AR) reports that multiple cis-acting elements contribute to 
alternative splicing of rat tropoelastin mRNA. 

Bisaccia (AS) reports a study of the conformation and biological 
properties of the 26A peptide sequence. 

Chang (AT) reports a study of the selective cleavage of polypeptide 
hormones and derivatives thereof by alpha-thrombin. 

Grosso (AU) reports a study of the capacity of PGAIPG or GAIPG to 
interact with the elastin receptor of neutrophils and M27 cells. 

Franzblau (AV) reports a model for incorporation of soluble elastin into 
the elastin fibre in neonatal rat aortic smooth muscle cell. 

Hayashi (AW) reports an elastin polypeptide with a molecular mass of 

45 kDa. 

Kobayashi (AX) reports a study of the capacity of the endothelial 
barrier to facilitate transfer of a serum factor for inducing production or activation of 
SMC elastase. 

Mecham (AY) reports the capacity of an enzyme present in a 
tropoelastin preparation to degrade tropoelastin in a specific manner. 

Mecham (AZ) describes a neutral serine protease with trypsin-like 
specificity and inhibitors of the enzyme. 

Mecham (AAR) is a review of proteolysis of tropoelastin. 
Rich (AAS) describes the isolation of a tropoelastin protein from 
lathyritic chick aortae and characteristics of the protein. 
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Romero (AAT) reports the role of plasma and serum proteases in the 
degradation of elastin, and discloses that serum is the source of protease activity 
against elastin. 

Rucker (AAU) reports the isolation of a 72 kDa tropoelastin protein 
from chick aortae. 

Sandberg (AAV) reports a method for the production of soluble elastin 
from pigs which have a copper deficient diet. 

Torres (AAW) refers to a study on the digestion of tropoelastin with 

thrombin. 

McGowan (AAX) reports a study of the capacity of serine proteinase- 
mediated proteolytic events to modulate the quantities of soluble elastin in a culture 
medium. 

Hinek (AAY) reports the capacity of elastin binding protein to serve as 
a protective companion protein for tropoelastin duirng secretion and extracellular 
assembly. 

Davidson (AAZ) describes immunologic methodologies for measuring 
elastin synthesis in organ and cell culture. 

Mecham (BR) describes the capacity of a 67kDa protein to bind to a 

elastin. 

Foster (BS) is a review of elastin structure, the elastin gene and RNA 
transcripts and isoforms. 

Ewart (BT) describes a study of the effect of a deletion of an elastin 
allele on phenotype. 

Tarlton (BU) describes the profiles of matrix metalloproteinase 2 and 9 

in tissue fluids. 

Indik (BV) describes the isolation and characterisation of the human 

elastin gene. 

Frangiskakis (BW) describes a genetic mechanism involved in 
inheritance of Williams syndrome. 

Fazio (BX) describes the isolation and characterisation of human elastin 
cDNA sequences. 

Osborne (BY) describes a physical map of the genome in the region 
containing the elastin gene. 
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Bashir (BZ) describes the isolation and characterisation of the elastin 

gene. 

Slack (BBR) reports that the analysis of the expression of chimeric 
hGH constructs in transgenic mice. 

Janne (BBS) is a review of the use of transgenic animals to produce 
therapuetic protiens. 

Merrifield (BBT) reports solid phase peptide synthesis. 

Knorr (BBU) reports agents for coupling in peptide chemistry, 

Rosenbloom (BBV) is a review of the structure of the elastin gene and 
cDNA, specifically, the heterogeneity observed in post transcription mRNA. 

Rosenbloom (BBW) describes the structure of the elastin gene and its 
relationship to the structure and function of the elastin protein 

Parks (BBX) reviews tropoelastin gene structure, alternative splicing of 
mRNA, protein heterogeneity and function. 

Cappello (BBY) reports the production of homoblock protein polymers 
consisting exclusively of silk-like crystalline blocks and elastin-like flexible blocks. 

Kahari (BBZ) reports the positive and negative cis-acting elements of 
the human elastin gene. 

Parks (CR) reports that all elastogenic cells process tropoelastin pre- 
mRNA similarly, which means that the observed heterogeneity of tropoelastin is not a 
region of tissue specific event. 

Rosenbloom (CS) is a review of tropoelastin protein and gene structure 
and the regulation of the tropoelastin gene. 

McPherson (CT) reports the preparation of a molecule which has 
elastomeric properties. 

Tassabehji (CU) describes the exon-intron boundaries of the elastin 
gene and certain point mutations in the gene. 

Holzenberger (C V) describes a PCR based assay for assessing recovery 
of tropoelastin mRNA and extent of alternative splicing of transcripts in cultured skin 
fibroblasts. 

Martin (CW) refers to a synthetic human gene encoding tropoelastin. 
Indik (CX) relates to the splicing of elastin messenger RNA. 
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Indik (CY) relates to splicing of pre-mRNA for tropoelastin and 
recombinant work relating to tropoelastin. This document also refers to a tropoelastin 
gene in the nature expressed as multiple transcripts which are distinguished by 
alternative splicing. 

Oliver (CZ) relates to the tropoelastin gene. 

Sambrook (CCR) relates to recombinant and synthetic techniques. 

Bressan (CCS) refers to the cloning of a defined naturally occurring 
segment of tropoelastin. 

Raju (CCT) relates to cDNA clones for bovine elastin and transcripts 

therefrom. 

Lipman (CCU) relates to algorithms which can be produced in sequence 

comparison. 

Bedell-Hogan (CCV) relates to the enzymatic method of lysyl oxidase 
mediated oxidation of the tropoelastin towards cross-linking. 

Studier (CCW) relates to E. coli B strain derivatives and to the pET3d 

vector. 

Gough (CCX) relates to the NM522 strain of E. coli and to the 
sequence diversity among related genes recognition of specific targets and DNA 
molecules. 

Bullock (CCY) refers to the E. coli host XLI-Blue script II. 

Heim (CCZ) relates to the splicing of rat tropoelastin messenger RNA. 

Yeh (DR) relates to sequence variation of bovine elastin messenger 
RNA due to alternative splicing. 

Smith (DS) relates to the glutathione-S-transferase fusion. 

Fazio (DT) refers to a naturally occurring tropoelastin coding sequence. 

Urry (DU) relates to the temperature dependence of the length of 
elastin and its polypentapeptide. 

Rapaka (D V) relates to cross-linking of lysine and glutamic acid side 

chains. 

Sandberg (DW) relates to purification of tropoelastin. 

Murray (DX) relates to codon usage in plant genes. 

Zhang (DY) relates to low usage codons in various species including E, 

coli. 
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Eyre (DZ) is a review of collagen and elastin and cross-linking 
abnormalities in disease. 

Reiser (DDR) refers to the mechanisms of cross-linking of collagen and 

elastin. 

Sharp (DDS) discloses a codon adaptation index which is a measure of 
synonymous codon usage bias. 

Yoshifuji (DDT) refers to techniques suitable for cross-linking of 
tropoelastin to form elastin. 

The Examiner is respectfully requested to consider the enclosed 
documents during the course of the examination of this application. 

Respectfully submitted, 

HOWSON AND HOWSON 
Attorneys for the Applicants 




Registration No. 33,980 
Spring House Corporate Center 
Box 457 

Spring House, PA 19477 
Telephone: (215) 540-9210 
Telefacsimile: (215) 540-5818 
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